26 Cytochrome P450 oxidoreductase (POR) is a highly polymorphic gene which is involved in 27 metabolism of drugs and steroids through transfer of electron from NADPH to all CYP enzymes.
located in 7 th chromosome consisting of 15 protein-coding exons and one non-coding exon that 48 helps in initiation of transcription [3] . Single nucleotide polymorphisms (SNPs) in POR gene was 49 found to affect the expression and activity of POR enzyme, significantly [4, 5, 6, 7] . A study by 50 Huang et al., found that POR has 140 SNPs with more than 1% minor allele frequency (MAF) 51 among four different populations in San Francisco, African-American, Caucasian-American,
52
Mexican-American, Asian American, respectively [8] . The most commonly studied polymorphism 53 is POR*28 (A503V) which has MAF of 19.1, 26.4, 37.5 and 40% among African-American, 54 Caucasian, Chinese and Japanese, respectively [8, 9] . Other polymorphisms like -173C>A and -
55
208C>T have higher MAF in American and European populations, however both were not 56 prevalent among Chinese population [10] . These population based variations has to be explored to 57 understand differential enzymatic activity of POR and corresponding CYP enzymes which are 58 involved in drug metabolism. This study is attempted to predict the very high risk SNPs in POR 59 gene that may exert critical consequences in the structure and function of POR protein which in 60 turn will influence differential drug metabolism.
61

MATERIAL AND METHODS:
62
Sequence retrieval: 63 The SNPs in POR gene were retrieved using the The very high risk SNPs in the miRNA target sites were identified using the tools, PolymiRTs (Fig. 1A) .
108
Based on the function, the SNPs in POR consists of intronic (86.6%), non-synonymous (8.4%), 109 coding synonymous (3.8%) and untranslated region (UTR) variants (1.2 %) (Fig. 1B) . The predicted as deleterious, whereas 15 SNPs were found to be benign by 12/12 tools (Fig.2B) . The 126 distribution of benign and deleterious variants in the exons are schematically described in Fig.2C .
127
The color palette shows the number of tools that predicted a particular SNP as deleterious. Exon The highly deleterious variants were subjected to evolutionary conservation analysis using
138
ConSurf server to identify the highly conserved high risk nsSNPs (Fig.3) . Six percentage of the 139 amino acid residues in POR protein sequence had structural significance, whereas 14.8 % were Table S3 ). The very high risk 159 variants were found to alter the structure and function of POR protein significantly. The very high risk variants were predicted to affect the ligand binding property of POR protein by (Fig.5a) . 
199
The very high risk SNPs in miRNA target site were identified using three tools, PolymiRTs v3.0, the three tools, which were considered as very high risk ( Table 2) . These SNPs were found to 202 break the miRNA target site in most cases, preventing gene expression regulation by miRNAs.
203
The miRNA, hsa-miR-185-3p was found to target the region where two very high risk SNPs, 
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